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Date of mailing 1 

17/11/2000 


Applicant's or agent's file reference 

FB/BM45395 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


International application No. 

PCT/ EP 00/ 05852 


International filing date 
(day/month/year, 2 3/06/2000 


Applicant 

SMITHKLINE BEECHAM BIOLOGICALS S.A. 



1 . [X] The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 



Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WIPO 
34, chemin des Coiombettes 
1211 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet. 

2 ' □ a PP||carit is hereby notified that no International Search Report will be established and that the declaration under 
1 — 1 Article 1 7(2)(a) to that effect is transmitted herewith. 



3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified 



that: 



I I the protest together with the decision thereon has been transmitted to the International Bureau together with the 
— ' applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 

I I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 



4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application or of the 
pnonty claim, must reach the International Bureau as provided in Rules 90b/s.1 and 906/S.3, respectively before the 
completion of the technical preparations for interrupt jor;al publication. 

Within 1 9 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II 



Name and mailing address of the International Searching Authority 

J- European Patent Office, P.B. 5818 Patentlaan 2 
NL-2280 HV Rijswijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 



Authorized officer 

Mirellle Claudepierre 
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N^K TO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article", "Rule", and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions, respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international publication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 



What parts of the international application may be amended? 

Under Article 19, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 



When? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been/is filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made in the language in which the international application is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 



The amendments must be submitted with a letter. 



The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 19(1)" (see below, under "Statement under Article 19(1)"). 

The letter must be in English or French, at the choice f the applicant. H wever, if the languag f the 
international applicati n is English, the letter must be in English; if th language of the international a 
is French, the letter must be in French. 
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The letter must indicate the differences between the claims as filed and the claims as amended. It must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped),whether 

(i) the claim is unchanged; 

(ii) the claim is cancelled; 

(iii) the claim is new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples illustrate the manner in which amendments must be explained in the 
accompanying letter: 



1 . [Where originally there were 48 claims and after amendment of some claims there are 51 J: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 1 5 claims and after amendment of all claims there are 1 1 ]: 
"Claims 1 to 1 5 replaced by amended claims 1 to 1 1 ." 

3. [Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adding 
new claims]: 

"Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added." or 
"Claims 7 to 1 3 cancelled; new claims 1 5, 1 6 and 1 7 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]: 

"Claims 1-10 unchanged; claims 1 1 to 13, 18 and 19 cancelled; claims 14, 15 and 16 replaced by amended 
claim 1 4; claim 1 7 subdivided into amended claims 15,16 and 1 7; new claims 20 and 21 added." 



"Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be in the language in which the international application is to be published. 
It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading 
preferably by using the words "Statement under Article 1 9(1 )." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence if a demand for international preliminary examination has already been filed 

If, at the time of filing any amendments and any accompanying statement, under Article 19, a demand for 
international preliminary examination has already been submitted, the applicant must preferably, at the time of 
filing the amendments (and any statement ) with the International Bureau, also file with the International 
Preliminary Examining Authority a copy of such amendments (and of any statement) and, where required, a 
translation of such amendments for the procedure before that Authority (see Rules 55.3(a) and 62.2, first ' 
sentence). For further information, see the Notes to the demand form (PCT/I PEA/401 ). 



Consequence with regard to translation of the international application for entry into the national phase 

The applicant's attention is drawn to the fact that, upon entry into the national phase, a translation of the 
claims as amended under Article 1 9 may have to be furnished to the designated/elected Offices, instead of or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 



Notes to Form PCT/ISA/220 (second sheet) (July 1998) 



PATENT COOPERATION TREATY 

PCT • 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file referenc 

FB/BM45395 


FOR FURTHER s ©e Notification of Transmittal of International Search Report 
ACTION (F ° rm PCT/,SA/22 °) as wen as ' where applicable, item 5 below. 


International application No. 

PCT/EP 00/05852 


International filing date (day/month/year) (Earliest) Priority Date (day/month/year) 
23/06/2000 25/06/1999 


Applicant — 

SMITHKLINE BEECHAM BIOLOGICALS S.A. 



I^h^T* A^ a, , S ^ o r °A Rep °. rt tl a ? been P re P ared b V this international Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. applicant 

This International Search Report consists of a total of 3 sheets. 

(X| It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a 



With regard to the language, the international search was carried out on the basis of the international aoDlication in thP 
language in which it was filed, unless otherwise indicated under this item. * « 1 ,e imemanonai application in the 

Q SSfi^ Carried ° Ut ° n the basls of a Elation of the international application furnished to this 

b ' wITcS o°ut a o n n y ^=l^ qUenCe diSC, ° Sed h * G intemational *» international search 

PH contained in the international application in written form. 

PH filed together with the international application in computer readable form. 

I I furnished subsequently to this Authority in written form. 

I I furnished subsequently to this Authority in computer readble form. 

D SSSa b^ SeqUenCe HStin9 d ° eS nCt 90 bey ° nd the **«» " the 

'— ' f!]r e nfshLT ent inf0rmati0n recorded in cor W readable form is identical to the written sequence listing has been 

2 - CZ] Certain claims were found unsearchable (See Box I). 
3 * LZI Un »ty of invention is lacking (see Box II). 

4. With regard to the title, 

I | the text is approved as submitted by the applicant. 

PH the text has been established by this Authority to read as follows: 

BASB111 POLYPEPTIDE AND POLYNUCLEOTIDE FROM MORAXELLA CATHARRHALIS 

5. With regard to the abstract, 

PH the text is approved as submitted by the applicant. 

□ 225,1™ S EJ^S*?* ac f ord . i , n 9 to Rule 38.2(b). by this Authority as it appears in Box III. The applicant may 
within one month from the date of mailing of th.s international search report, submit comments to this Authority 

6. The figure of the drawings to be published with the abstract is Figure No. p 

□ as suggested by the applicant. pj None of ^ figures . 
I X I because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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INTERNATIONAL SEARCH REPORT 



A. CLASSIFICATION OF SUBJECTl 

IPC 7 C12N15/31 ^&7K14/21 
G01N33/569 C07K16/12 



^07 



A61K39/02 A61K3gH95 A61K48/00 



Jtni 



International Application No 

PCT/EP 00/05852 



According to Internationa] Patent Classification (IPC) or to both national classification and IPC 
B. FIELDS SEARCHED — — 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 C07K C12N A61K G01N 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched " 
Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EPO- Internal 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category • 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 98 18323 A (ASTRA AB ;ALM RICHARD A 
(US); SMITH DOUGLAS (US)) 
7 May 1998 (1998-05-07) 

SEQ ID N0s:19, 92 
claims 1-65 

WO 96 33276 A (HUMAN GENOME SCIENCES INC 
;UNIV JOHNS HOPKINS (US)) 
24 October 1996 (1996-10-24) 

page 35, line 1 -page 39, line 10 
page 41, line 14 -page 45, line 30 
page 77.390 -page 77.391; claims 1-2G 



US 5 599 693 A (HANSEN ERIC J 
4 February 1997 (1997-02-04) 
claims 1-12; figures 2,3 



20 
ET AL) 



5-7,9, 
15, 

18-20, 
22,24-26 



5-7,9, 
15, 

18-20, 
22,24-26 



1-26 



| X| Furtner documents are listed in the continuation of box C. 
* Special categories of cited documents : 



X 1 Patent family members are listed in annex. 



"A M document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

M L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

M P" document published prior to the international filing date but 
later than the priority date claimed 



T later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 1 " 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 



14 November 2000 



Date of mailing of the international search report 

'H ft 00 



Name and mailing address of the ISA 

European Patent Office. P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31 -70) 340-301 6 
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Category 



ED TO BE RELEVANT 



Citation of document, with indication .where appropriate, of the relevant 



International Application No 

CT/EP 00/G5852 



Relevant to claim No. 



US 5 607 846 A (BHUSHAN REVA 
4 March 1997 (1997-03-04) 
claims 1-8; examples C,D,E 



ET AL) 



MURPHY T F: "BRANHAMELLA CATARRHALIS: 

EPIDEMIOLOGY, SURFACE ANTIGENIC STRUCTURE, 

AND IMMUNE RESPONSE" 

MI CR0BI0L0GI CAL REVI EWS , US .AMERI CAN 

SOCIETY FOR MICROBIOLOGY, WASHINGTON, DC, 

vol. 60, no. 2, July 1996 (1996-07), pages 

267-279, XPOO0857203 

ISSN: 0146-0749 

page 271, column 2 -page 273 

HELMINEN M E ET AL: "HUMAN IMMUNE 
RESPONSE AGAINST OUTER MEMBRANE PROTEINS 
OF MORAXELLA (BRANHAMELLA) CATARRHALIS 
DETERMINED BY IMMUNOBLOTTING AND ENZYME 
IMMUNOASSAY" 

CLINICAL AND DIAGNOSTIC LABORATORY 
IMMUNOLOGY, US, AMERI CAN SOCIETY FOR 
MICROBIOLOGY, 

vol. 2, no. 1, 1995, pages 35-39, 

XP002048788 

ISSN: 1071-412X 

page 37, column 1 

page 39, column 1 



1-26 



1-26 



1-26 
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International Application No 
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Publication 
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EP 
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A 

A 

A 

A 
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A 

A 

A 
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A 
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-1998 

-1999 
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-2000 

-1999 
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-1999 

■1998 

•2000 

2000 

1999 

1999 

2000 

1998 



WO 9633276 A 



24-10-1996 



AU 
CA 
EP 
JP 



5552396 A 
2218741 A 
0821737 A 
11501520 T 



07-11-1996 
24-10-1996 
04-02-1998 
09-02-1999 



US 5599693 A 



04-02-1997 



US 

AT 

AU 

AU 

CA 

DE 

DE 

DK 

EP 

ES 

FI 

GR 

JP 

NO 

NO 

WO 

US 

US 



5552146 A 
140627 T 
666329 B 

2487892 A 

2115565 
69212495 
69212495 
612250 

0612250 

2092696 
940681 

3021423 

7501210 
940502 
2413 

9303761 

5759813 

5981213 
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T 
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T 

A 

T 

T 

A 

A 

A 

A 

A 



03- 09 

15- 08 

08- 02 

16- 03 

04- 03 
29-08- 

06- 03- 
25-11- 
31-08- 

01- 12- 

07- 04- 
31-01- 

09- 02- 
28-03- 
28-03- 
04-03- 

02- 06- 
09-11 



-1996 

-1996 

-1996 

•1993 

■1993 

•1996 

•1997 

1996 

1994 

1996 

1994 

1997 

1995 

1994 

1994 

1993 

1998 

1999 



US 5607846 A 



04-03-1997 



AU 
AU 
CA 
EP 
JP 
NZ 
WO 
US 



709984 B 
2396995 A 
2189971 
0759777 
10504444 
284744 
9531215 
5948412 



09-09-1999 
05-12-1995 
23-11-1995 

05- 03-1997 

06- 05-1998 
28-01-1999 
23-11-1995 

07- 09-1999 
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(51) International Patent Classification 7 : C12N 15/31, 
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C07K 16/12 
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(30) Priority Data: 
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(54) Title: BASB1 11 POLYPEPTIDE AND POLYNUCLEOTIDE FROM MORAXELLA CATHARRHALIS 



Detection of BASB1 1 1 with rabbit antisera. 
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83kd 

62 
47 .5 

32.5 
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BASB1X1 



(57) Abstract: The invention provides BASB11 1 polypeptides and polynucleotides encoding BASB11 1 polypeptides and methods 
for producing such polypeptides by recombinant techniques. Also provided are diagnostic, prophylactic and therapeutic uses. 
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For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 
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INTERNATIONAL PRELIMINARY 
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I. Basis of th r p rt 

1 . With regard to the elem nts of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 
Description, pages: 

1-64 as originally filed 
Claims, No.: 

1 -28 as received on 1 7/08/2001 with letter of 1 6/08/2001 

Drawings, sheets: 

2/3,3/3 as originally filed 

1 13 as received on 1 7/08/200 1 with letter of 1 6/08/200 1 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 
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□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1,2,3,4,6,8,9,10,11,12,13,14,18,19,23,25,28 

No: Claims 5,7,15,16,17,20,21,22,24,26,27 

Inventive step (IS) Yes: Claims 1,2,3,4,6,8,9,10,11,12,13,14,18,19,23,25,28 

No: Claims 5,7,15,16,17,20,21,22,24,26,27 

Industrial applicability (I A) Yes: Claims 1-28 

No: Claims 



2. Citations and explanations 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re It ml 

Basis of the report 

The amendments filed with the letter of 16.08.2001 , claims 1-28, fulfil the requirements 
of Article 34(2)(b). 

The arguments given by the applicant on novelty and inventive step are taken into 
consideration. The presenting of a new copy of Figure 1 and the information sheet of 
the ATCC43617 is acknowledged. 

Re Item V 

Reasoned statement under Article 35 (2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 .Reference is made to the following documents: 

D1: WO 96 33276 A 
D2: US-A-5 599 693 
D3: US-A-5 607 846 

The sequence alignment of the in D1 disclosed relevant sequence is designated as D4 
and is annexed to the communication/report. 

2. The subject-matter of claim 5 is not novel (Article 33 (2) PCT). 

D1 describes the entire genome of Haemophilus influenza , isolated fragments 
and sequences thereof (see claims) and comprises a sequence which has a 70% 
homology in 838 nt overlap of the claimed and translated Seq Id 2 (nt652870- 
653680; pp. 77390-77391). The thereof translated protein sequence has a 
homology of 70% in a 276 aa overlap. 

With the definition given in the present application, on page 6, lines 13-17, of the 
preferred polypeptide fragments, the in D1 disclosed sequence (nt 652870- 
653680) is falling within that given definition (19 homologue continuos aa). Thus 
novelty for claim 5 can not be acknowledged. 

The new drafting of claim 5 still does not render the subject-matter of claim 5 
novel over D1. D1 refers in claim 19 to an antibody which selectively binds to 
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fragments of Seq Id 1 and therefore D1 describes subject-matter which falls within 
the reading of present claim 5. 

2.1 The subject-matter of dependent claim 7 and independent claims 
15,16,17,20,21,22,24,26 and 27 is not novel (Article 33 (2) PCT). 

D1 further describes isolated fragments of the Haemophilus influenza genome 
and vectors comprising them, a method of expressing polypeptides therefrom 
(see claims), antibodies selectively binding to those polypeptides (see p. 35, 1.1- 
p.39, 1.10), vaccine compositions and uses thereof (see page 41,1.14-page 45, line 
30) 

Thus novelty for claims 7,15,16,17,20,21,22,24,26 and 27 can not be 
acknowledged. 

3. The subject-matter of independent claims 1 ,4,8,9, 1 0, 1 2, 1 3, 1 4, 1 8, 1 9,25,28 (Article 
33 (2) PCT). 

The same holds true for thereon dependent claims 2,3,6,1 1 and 23. 

3. 1 The subject-matter of claims 1 ,2,3,4,6,8,9, 10,11,12,13,14,18,1 9,23,25 and 28 is 
inventive (Article 33 (3) PCT). 

The prior art, equally represented by D2 and D3, describes nucleotide 
sequences from Morexalla catarrhalis and their use in immunological and 
diagnostic methods. 

D2 describes the cloning and expression in host cell cultures (see col. 12-col.14, 
I.50) of a 30,80 and 100 kd outer membrane protein (OMP) of M. Catarrhalis (see 
examples 4,5,and 6 , col. 23-26). The expressed proteins are used for the 
preparation of vaccines, in immunoassays for detecting anti-OMP-reactive 
antibodies and therefore allowing the detection of M. catarrhalis infections (see 
col. 18, line 15 -col. 20 ,1.56). D3 describes the preparation of OMP specific 
antibodies (see example 3, ,col. 21,1.20-col. 23, 1.10) which are used in 
immunological assays and in passive immunization procedures (col. 11 -lines 32- 
45). 

D3 describes the use of the outer membrane protein E sequence of M. catarrhalis 
for constructing vectors (see col. 5 ,line 4-col. 10, line 6), the preparation of 
vaccines (see col. 16, line 5-col. 18 line 52) and primers and probes thereof 
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which are used in diagnostic assays (see col. 1 1 l.25-col.14,line 46). 
The problem to be solved by the present application may therefore be regarded to 
provide a different nucleotide/polypeptide sequence of M. catarrhalis which is 
suitable for diagnostic and immunological methods. 

A solution therefore is given in the present application by providing the sequence 
of the BASB1 1 1 polynucleotide. 

As the prior art does not hint at the particular sequence Seq ID 2 or its use and as 
the BASB1 1 1 polynucleotide/polypeptide sequence is suitable for diagnostic, 
prophylactic, clinical and therapeutical use, see page 4, lines 21-25 and page 60, 
an inventive step can be acknowledged and the requirements of Article 33 (3) 
PCT are fulfilled. 

4. The document W0981 8323 is considered not to disclose subject-matter which is 
relevant in respect to novelty or inventive step. W09818323 does not disclose 
fragment sequences of Seq ID2 which fulfil the definitions of fragments given on 
page 6, lines 13-17 in the present application. 



Re Item Vll 

Certain defects in the international application 

1 . Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed in the documents D1, D2 and D3 is not mentioned in the description, nor 
are these documents identified therein. 

2. On page 61 , lines 3-8, a reference is made to a deposit, ATCC43617, deposited 
on 21.06.1997 by Frosch and Kolle. Furthermore the it seems that the deposit is 
already described in Antimicrob. Agents Chemother. 21,506-508, 1982. Therefore 
it is not clear to which deposit it is refered in the present application. Thus the 
requirements of Article 5 PCT are not fulfilled. 

Re Item VIII 
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Certain observations on th int rnational application 

1 . With the term in claim 9 "over the entire coding sequence" it seems that the 
polynucleotide sequence claimed comprises technical features which are not defined 
by Seq ID2 and therefore renders the subject-matter of claim 9 unclear (Article 6 PCT). 
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CLAIMS: 

1 . An isolated polypeptide comprising an amino acid sequence which has at least 85% 
identity to the amino acid sequence of SEQ ID NO:2 over the entire length of SEQ ID 

5 NO:2. 

2. An isolated polypeptide as claimed in claim 1 in which the amino acid sequence has at 
least 95% identity to the amino acid sequence of SEQ ID NO:2. 

10 3. The polypeptide as claimed in claim 1 comprising the amino acid sequence of SEQ ID 
NO:2. 

4. An isolated polypeptide of SEQ ID NO:2. 

15 5. An immunogenic fragment of the polypeptide as claimed in any one of claims 1 to 4 in 
which the immunogenic activity of said immunogenic fragment is substantially the same 
as the polypeptide of SEQ ID NO:2. 

6. A polypeptide as claimed in any of claims 1 to 5 wherein said polypeptide is part of a 
2 o larger fusion protein. 

7. An isolated polynucleotide encoding a polypeptide as claimed in any of claims 1 to 6. 

8. An isolated polynucleotide comprising a nucleotide sequence encoding a polypeptide that 
2 5 has at least 85% identity to the amino acid sequence of SEQ ID NO:2 over the entire length 

of SEQ ID NO:2; or a nucleotide sequence complementary to said isolated polynucleotide. 

9. An isolated polynucleotide comprising a nucleotide sequence that has at least 85% 
identity to a nucleotide sequence encoding a polypeptide of SEQ ID NO:2 over the entire 

30 coding region: or a nucleotide sequence complementary to said isolated polynucleotide. 
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1 0. An isolated polynucleotide which comprises a nucleotide sequence which has at least 
85% identity to that of SEQ ID NO: 1 over the entire length of SEQ ID NO: 1 ; or a 
nucleotide sequence complementary to said isolated polynucleotide. 

5 11. The isolated polynucleotide as claimed in any one of claims 7 to 1 0 in which the 
identity is at least 95% to SEQ ID NO:L 



12. An isolated polynucleotide comprising a nucleotide sequence encoding the polypeptide 
of SEQ ID NO:2. 

10 

13. An isolated polynucleotide comprising the polynucleotide of SEQ ID NO: 1 . 

14. An isolated polynucleotide comprising a nucleotide sequence encoding the polypeptide 
of SEQ ID NO:2, obtainable by screening an appropriate library under stringent 

1 5 hybridization conditions with a labeled probe having the sequence of SEQ ID NO: 1 or a 
fragment thereof. 

15. An expression vector or a recombinant live microorganism comprising an isolated 
polynucleotide according to any one of claims 7-14. 

20 

16. A host cell comprising the expression vector of claim 15 or a membrane of said host 
cell expressing an isolated polypeptide comprising an amino acid sequence that has at 
least 85% identity to the amino acid sequence of SEQ ID NO:2. 

2 5 1 7. A process for producing a polypeptide comprising an amino acid sequence that has at 
least 85% identity to the amino acid sequence of SEQ ID NO:2 comprising culturing a 
host cell of claim 16 under conditions sufficient for the production of said polypeptide 
and recovering the polypeptide from the culture medium. 
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18. A process for expressing a polynucleotide of any one of claims 7-14 comprising 
transforming a host cell with the expression vector comprising at least one of said 
polynucleotides and culturing said host cell under conditions sufficient for expression of 
any one of said polynucleotides. 

5 

19. A vaccine composition comprising an effective amount of the polypeptide of any 
one of claims 1 to 6 and a pharmaceutically acceptable carrier. 

20. A vaccine composition comprising an effective amount of the polynucleotide of any 
10 one of claims 7 to 14 and a pharmaceutically effective carrier. 

21. The vaccine composition according to either one of claims 19 or 20 wherein said 
composition comprises at least one other Moraxella catarrhalis antigen. 

15 22. An antibody immunospecific for the polypeptide or immunological fragment as 
claimed in any one of claims 1 to 6. 

23. A method of diagnosing a Moraxella infection, comprising identifying a polypeptide 
as claimed in any one of claims 1 - 6, or an antibody that is immunospecific for said 

20 polypeptide, present within a biological sample from an animal suspected of having such 
an infection. 

24. Use of a composition comprising an immunologically effective amount of a 
polypeptide as claimed in any one of claims 1 - 6 in the preparation of a medicament for 

25 use in generating an immune response in an animal. 

25. Use of a composition comprising an immunologically effective amount of a 
polynucleotide as claimed in any one of claims 7-14 in the preparation of a medicament 
for use in generating an immune response in an animal. 

30 
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26. A therapeutic composition useful in treating humans with Moraxella catarrhalis 
disease comprising at least one antibody directed against the polypeptide of claims 1 - 6 
and a suitable pharmaceutical carrier. 
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1/3 

Figure 1: Analysis of recombinant purified BASB111 separated through SDS- 
polyacrylamide gels and stained with Coomassie (A) and stained using anti-His immune 
reagent (B). 
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I. Basis of th r port 

1 . With regard to the lements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 1 6 and 70. 1 7) ): 
Description, pages: 



1-64 



as originally filed 



Claims, No. 

1-28 



as received on 



17/08/2001 with letter of 



16/08/2001 



Drawings, sheets: 

2/3,3/3 as originally filed 

1/3 as received on 



17/08/2001 with letter of 



16/08/2001 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 
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□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 



Novelty (N) 
Inventive step (IS) 



Yes: 
No: 

Yes: 
No: 



Industrial applicability (IA) Yes: 

No: 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1,2,3,4,6,8,9,10,11,12,13,14,18,19,23,25,28 
5,7,15,16,1 7,20,21 ,22,24,26,27 

1,2,3,4,6,8,9,10,11,12,13,14,18,19,23,25,28 
5,7, 1 5, 1 6, 1 7,20,2 1 ,22,24,26,27 

1-28 



2. Citations and explanations 
s e separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re It ml 

Basis of the report 

The amendments filed with the letter of 16.08.2001, claims 1-28, fulfil the requirements 
of Article 34(2)(b). 

The arguments given by the applicant on novelty and inventive step are taken into 
consideration. The presenting of a new copy of Figure 1 and the information sheet of 
the ATCC43617 is acknowledged. 

Re Item V 

Reasoned statement under Article 35 (2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 .Reference is made to the following documents: 

D1: WO 96 33276 A ^ 
D2: US-A-5 599 693 
D3: US-A-5 607 846 

The sequence alignment of the in D1 disclosed relevant sequence is designated as D4 
and is annexed to the communication/report. 

2. The subject-matter of claim 5 is not novel (Article 33 (2) PCT). 

D1 describes the entire genome of Haemophilus influenza , isolated fragments 
and sequences thereof (see claims) and comprises a sequence which has a 70% 
homology in 838 nt overlap of the claimed and translated Seq Id 2 (nt652870- 
653680; pp. 77390-77391). The thereof translated protein sequence has a 
homology of 70% in a 276 aa overlap. 

With the definition given in the present application, on page 6, lines 13-17, of the 
preferred polypeptide fragments, the in D1 disclosed sequence (nt 652870- 
653680) is falling within that given definition (19 homologue continuos aa). Thus 
novelty for claim 5 can not be acknowledged. 

The new drafting of claim 5 still does not render the subject-matter of claim 5 
novel over D1 . D1 refers in claim 19 to an antibody which selectively binds to 
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fragments of Seq Id 1 and therefore D1 describes subject-matter which falls within 
the reading of present claim 5. 

2.1 The subject-matter of dependent claim 7 and independent claims 
15,16,17,20,21 ,22,24,26 and 27 is not novel (Article 33 (2) PCT). 

D1 further describes isolated fragments of the Haemophilus influenza genome 
and vectors comprising them, a method of expressing polypeptides therefrom 
(see claims), antibodies selectively binding to those polypeptides (see p. 35, 1.1- 
p.39, 1.10), vaccine compositions and uses thereof (see page 41,1.14-page 45, line 
30) 

Thus novelty for claims 7,15,16,17,20,21,22,24,26 and 27 can not be 
acknowledged. 

3. The subject-matter of independent claims 1,4,8,9,10,12,13,14,18,19,25,28 (Article 
33 (2) PCT). 

The same holds true for thereon dependent claims 2,3,6,1 1 and 23. 

3. 1 The subject-matter of claims 1 ,2,3,4,6,8,9, 1 0, 1 1 , 1 2, 1 3, 1 4, 1 8, 1 9,23,25 and 28 is 
inventive (Article 33 (3) PCT). 

The prior art, equally represented by D2 and D3, describes nucleotide 
sequences from Morexalla catarrhalis and their use in immunological and 
diagnostic methods. 

D2 describes the cloning and expression in host cell cultures (see col. 12-col.14, 
I.50) of a 30,80 and 100 kd outer membrane protein (OMP) of M. Catarrhalis (see 
examples 4,5,and 6 , col. 23-26). The expressed proteins are used for the 
preparation of vaccines, in immunoassays for detecting anti-OMP-reactive 
antibodies and therefore allowing the detection of M. catarrhalis infections (see 
col. 18, line 15 -col. 20 ,1.56). D3 describes the preparation of OMP specific 
antibodies (see example 3, ,col. 21,1.20-col. 23, 1.10) which are used in 
immunological assays and in passive immunization procedures (col. 1 1 -lines 32- 
45). 

D3 describes the use of the outer membrane protein E sequence of M. catarrhalis 
for constructing vectors (see col. 5 .line 4-col. 10, line 6), the preparation of 
vaccines (see col. 16, line 5-col. 18 line 52) and primers and probes thereof 
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which are used in diagnostic assays (see col. 1 1 l.25-col.14,line 46). 
The problem to be solved by the present application may therefore be regarded to 
provide a different nucleotide/polypeptide sequence of M. catarrhalis which is 
suitable for diagnostic and immunological methods. 

A solution therefore is given in the present application by providing the sequence 
of the BASB1 1 1 polynucleotide. 

As the prior art does not hint at the particular sequence Seq ID 2 or its use and as 
the BASB1 1 1 polynucleotide/polypeptide sequence is suitable for diagnostic, 
prophylactic, clinical and therapeutical use, see page 4, lines 21-25 and page 60, 
an inventive step can be acknowledged and the requirements of Article 33 (3) 
PCT are fulfilled. 

4. The document W0981 8323 is considered not to disclose subject-matter which is 
relevant in respect to novelty or inventive step. W09818323 does not disclose 
fragment sequences of Seq ID2 which fulfil the definitions of fragments given on 
page 6, lines 13-17 in the present application. 



R Item VII 

Certain defects in the international application 

1 . Contrary to the requirements of Rule 5.1 (a) (ii) PCT, the relevant background art 
disclosed in the documents D1 , D2 and D3 is not mentioned in the description, nor 
are these documents identified therein. 

2. On page 61 , lines 3-8, a reference is made to a deposit, ATCC43617, deposited 
on 21.06.1997 by Frosch and Kolle. Furthermore the it seems that the deposit is 
already described in Antimicrob. Agents Chemother. 21,506-508, 1982. Therefore 
it is not clear to which deposit it is refered in the present application. Thus the 
requirements of Article 5 PCT are not fulfilled. 



Re Item VIII 
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Certain observations on th int rnational application 

1 . With the term in claim 9 "over the entire coding sequence" it seems that the 
polynucleotide sequence claimed comprises technical features which are not defined 
by Seq ID2 and therefore renders the subject-matter of claim 9 unclear (Article 6 PCT). 
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CLAIMS: 

1. An isolated polypeptide comprising an amino acid sequence which has at least 85% 
identity to the amino acid sequence of SEQ ID NO:2 over the entire length of SEQ ID 

NO:2. 

2. An isolated polypeptide as claimed in claim 1 in which the amino acid sequence has at 
least 95% identity to the amino acid sequence of SEQ ID NO:2. 

3. The polypeptide as claimed in claim 1 comprising the amino acid sequence of SEQ ID 
NO:2. 

4. An isolated polypeptide of SEQ ID NO:2. 

5. An isolated immunogenic fragment of the polypeptide as claimed in any one of 
claims 1 to '4 which fragment (if necessary when coupled to a carrier) is capable of 
raising an immune response which recognises the polypeptide of SEQ ID NO:2. 

6. A polypeptide as claimed in any of claims 1 to 5 wherein said polypeptide is part of a 
larger fusion protein. 

7. An isolated polynucleotide encoding a polypeptide as claimed in any of claims 1 to 6. 

8. An isolated polynucleotide comprising a nucleotide sequence encoding a polypeptide that 
has at least 85% identity to the amino acid sequence of SEQ ED NO:2 over the entire length 
of SEQ ID NO:2; or a nucleotide sequence complementary to said isolated polynucleotide. 

9. An isolated polynucleotide comprising a nucleotide sequence that has at least 85% 
identity to a nucleotide sequence encoding a polypeptide of SEQ ID NO:2 over the entire 
coding region; or a nucleotide sequence complementary to said isolated polynucleotide. 



AMENDED SHEET 



65 - 



BM45395 

-66- 

10. An isolated polynucleotide which comprises a nucleotide sequence which has at least 
85% identity to that of SEQ ID NO: 1 over the entire length of SEQ ID NO:l ; or a 
nucleotide sequence complementary to said isolated polynucleotide. 

11. The isolated polynucleotide as claimed in any one of claims 7 to 10 in which the 
identity is at least 95% to SEQ ID NO: 1 . 

12. An isolated polynucleotide comprising a nucleotide sequence encoding the polypeptide 
ofSEQIDNO:2. 

13. An isolated polynucleotide comprising the polynucleotide of SEQ ID NO:L 

14. An isolated polynucleotide comprising a nucleotide sequence encoding the polypeptide 
of SEQ ID NO:2, obtainable by screening an appropriate library under stringent 
hybridization conditions with a labeled probe having the sequence of SEQ ED NO:l or a 
fragment thereof. 

15. An expression vector comprising an isolated polynucleotide according to any one 
of claims 7 - 14. 

16. A recombinant live microorganism comprising an expression vector according to 
claim 15. 

17. A host cell comprising the expression vector of claim 15. 

18. A membrane of the host cell according to claim 17 expressing an isolated 
polypeptide comprising an amino acid sequence that has at least 85% identity to the 
amino acid sequence of SEQ ID NO:2. 

1 9 . A process for producing a polypeptide comprising an amino acid sequence that has at 
least 85% identity to the amino acid sequence of SEQ ID NO:2 comprising culturing a * 
host cell of claim 17 under conditions sufficient for the production of said polypeptide 
and recovering the polypeptide from the culture medium. 
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20. A process for expressing a polynucleotide of any one of claims 7-14 comprising 
transforming a host cell with the expression vector comprising at least one of said 
polynucleotides and culturing said host cell under conditions sufficient for expression of 
any one of said polynucleotides. 

5 

21 . A vaccine composition comprising an effective amount of the polypeptide of any 
one of claims 1 to 6 and a pharmaceutical^ acceptable carrier. 

?.?„. A vaccine composition comprising an effective amount of the polynucleotide of any 
10 one of claims 7 to 14 and a pharmaceutical^ effective carrier. 



. 23.. The vaccine composition according to either one of claims 21 or 22 wherein said 
composition comprises at least one other Moraxella catarrhalis antigen. 

24. An antibody generated against the polypeptide or immunological fragment as 
claimed in any one of claims 1 to 6. 



25 . A method of diagnosing a Moraxella infection, comprising identifying a polypeptide 
as claimed in any one of claims 1 - 6, or an antibody that is immunospecific for said 
polypeptide, present within a biological sample from an animal suspected of having such 
an infection. 



26 . Use of a composition comprising an immunologically effective amount of a * 
polypeptide as claimed in any one of claims 1 - 6 in the preparation of a medicament for 
25 use in generating an immune response in an animal. 

. 27 . Use of a composition comprising an immunologically effective amount of a 
polynucleotide as claimed in any one of claims 7-14 in the preparation of a medicament 
for use in generating an immune response in an animal. 

30 
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28. A therapeutic composition useful in treating humans with Moraxella catarrhalis 
disease comprising at least one antibody directed against the polypeptide of claims 1 
and a suitable pharmaceutical carrier. 
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Figure 1: Analysis of recombinant purified BASB111 separated through SDS- 
polyacrylamide gels and stained with Coomassie (A) and stained using anti-His immune 
reagent (B). 
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